was also coimmunoprecipitated with G␣12QL, whereas activate PP5 phosphatase activity by binding to its Myc-PP5-PD was not coimmunoprecipitated. More-TPR domain [3] , however the precise regulatory mechover, the Myc-tagged TPR domain of PP5 (Myc-PP5-anism of PP5 phosphatase activity is not fully deter-TPR) was coimmunoprecipitated with G␣ 12 QL when mined. In this study, we show that active forms of G␣ 12 G␣ 12 QL and Myc-PP5-TPR were coexpressed in COS-7 and G␣ 13 specifically interact with PP5 through its TPR cells (our unpublished data). These results indicate that domain and activate its phosphatase activity about G␣ 12 activation enhances the interaction with PP5. 2.5-fold. Active forms of G␣ 12 and G␣ 13 also enhance Furthermore, we examined the endogenous interacthe arachidonic acid-stimulated PP5 phosphatase action between G␣ 12 and PP5 in adult rat brain because tivity about 2.5-fold. Moreover, we demonstrate that G␣ 12 and PP5 are known to be highly expressed in the the active form of G␣ 12 translocates PP5 to the cell brain [5, 6]. Endogenous PP5 was coimmunoprecipiperiphery and colocalizes with PP5. These results protated with G␣ 12 by anti-G␣ 12 antibody but not with G␣ q pose a new signaling pathway of G 12 family G proteins.
G␣ 12 WT. GST-G␣ 12 QL or GST-G␣ 13 QL alone had no abiltually, arachidonic acid stimulates PP5 phosphatase activity. However, the high concentrations of arachidonic ity to hydrolyze pNPP (our unpublished data). Arachidonic acid is known to activate PP5 phosphatase activacid are required for significant activation of PP5, suggesting the existence of another activator for PP5. As ity by binding to its TPR domain [3] . Actually, arachidonic acid concentration dependently stimulated the GSTshown in Figure 4B , G␣ 12 QL and arachidonic acid allosterically stimulate PP5 phosphatase activity. Recently, PP5 phosphatase activity and reached about 10-fold of the basal activity by 100 M (Figure 4B, open diamonds) .
Xu et al. demonstrated that expression of G␣ 12 potentiates serum-induced phospholipase A 2 activity and reAddition of GST-G␣ 12 QL or GST-G␣ 13 QL enhanced the arachidonic acid-stimulated GST-PP5 phosphatase acsults in the release of arachidonic acid [14] , suggesting that G␣ 12 is a key regulator of PP5 phosphatase activity. tivity about 2.5-fold at any concentration of arachidonic acid ( Figure 4B, filled triangles and filled circles) [18] . Among alone, GST-G␣ q QL, or GST-G␣ i2 QL had no effect on the arachidonic acid-stimulated GST-PP5 phosphatase acthem, G␣ 12 can associate with p115 but fails to activate it [19] . In contrast, G␣ 12 stimulates Bruton's tyrosine kinase tivity ( Figure 4B, open squares, open triangles, and open  circles) . The TPR domain of PP5, the G␣ 12 binding doactivity [16] . We demonstrated here that G␣ 12 QL and G␣ 13 QL associate with and activate PP5. This is the first main, has been shown to act as a suppressor for the phosphatase activity of PP5 [ 
